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(54) Composition active pour le traitement du psoriasis, notamment le psoriasis du cuir chevelu. 



(57) Composition active pour le traitement du psoriasis, no- 
tamment le psoriasis du cuir chevelu, caracterisee en ce 
qu'elle associe: 

(a) un agent antiseptique, et/ou (b) une fraction antise- 
borrheique, comprenant au moins un goudron resultant de 
la distillation d'une matiere organique, vivante ou fossile, 
telle que vegetale ou animale 

(c) un agent actrf a I'etat isole contre le pityriasis, com- 
prenant au moins une 1-hydroxy-2 pyridone, notamment la 
piroctone olamine 

(d) un agent keratolytique, autre que ia fraction lourde, 
notamment I'acide salicylique. 
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Composition active pour le traitement du psoriasis, 
notamment le psoriasis du cuir chevelu 

La presente invention concerne le traitement du 
psoriasis , et plus particulierement, quoique non exclusi- 
5 vement, le psoriasis du cuir chevelu. A cette fin, I 1 in- 
vent ion concerne des compositions actives vis-a-vis du 
psoriasis, que celles-ci soient considerees en tant que 
medicaments a usage externe, ou en tant que preparations 
. dermo-cosmetiques . 

10 Le psoriasis est une dfcrmatose frequente, d'etio- 

logie inconnue, a evolution chronique, caracterisee par 
des taches rouges plus ou mo ins etendues, bien circons- 
crites, recouvertes de squames seches, abondantes et 
friables. Les lesions correspondantes siegent surtout aux 

15 coudes, aux genoux, au cuir chevelu, mais peuvent aussi 
envahir tout le corps. 

S'agissant du psoriasis du cuir chevelu, on estime 
que 0,5 a 1 % de la population est atteinte par cette af- 
fection, particulierement deplaisante et tres difficile a 

20. traiter en raison de la presence des cheveux. 

Tres souvent f le psoriasis du cuir chevelu pro- 
voque des squames epaisses et des plaques erythemateuses. 
Comme tout autre psoriasis, celui du cuir chevelu se defi- 
nit histologiquement par une hyper ker at ose, localement 

25 parakeratosique, une acanthose reguliere avec un allonge- 
ment des papilles dermiques . Des inclusions PAS positives- 
sont visibles dans I'epiderme du cuir chevelu, et on re- 
trouve egalement des* micror-abces dans la couche cornee, 
ainsi qu-un aspect spongiforme de cette derniere, avec 

30 eventuellement . une exocytose a cellules pdlynucleaires 
neutrophiles . 

Le psoriasis du cuir chevelu doit etre distingue, 
quant a son diagnostic, des differentes formes de pityria- 
sis, ou etats pelliculaires du cuir chevelu, et de la der- 

35 mite s§borrheique. 
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Differents traitements locaux ont deja ete propo- 
ses, vis-a-vis du psoriasis du cuir chevelu, mais sont 
difficiles a appliquer en raison du 1* existence ou de la 
presence des . cheveux. Notamment diver ses preparations to- 
5 piques sont disponibles, et comportent pour la plupart 
d'entre elles de l'acide salicylique associe a diff§rents 
agents reducteurs, comme du goudron de houille, de I'an- 
thraline, et/ou comportent differents dermo-corticoides . 

Tous ces produits sont d'un usage delicat, car de 
10 nombreux effets secondaires peuvent apparaitre, au rang 
desquels on peut noter une atrophie cutanee, des verge- 
tures, un retard de cicatrisation des plaies, differents 
phenomenes de dessication cutanee, des folliculites, des 
eruptions acneiformes, voire une depigmentation du cuir 
15 chevelu. • > 

La presente invention a pour objet de remedier aux 
inconvenients precites 

Plus precisement, 1' invention a pour objet Une 
composition active pour le traitement du psoriasis et 
20 preferentiellement le psoriasis du cuir chevelu r a usage 
dermo-cosmetique ou pharmaceutique, sans effets secon- 
daires particuliers et ne requerant pas de ce fait un 
controle medical lors de son utilisation. 

Selon l 1 invention, une composition active asso- 

25 cie : 

(a) un agent ant iseptique, par exemple de l 1 es- 
sence de cade, et/ou 

(b) une fraction lourde ant is eborrheique, compre- 
nant au moins . un goudron resultant de la distillation 

30 d'une matiere organique, vivante ou fossile, telle que ve- 
getale ou animale, par exemple un coaltar 

(c) un agent actif a l'etat isol§ contre le pity- 
riasis, comprenant au moins une l-hydroxy-2 pyridone, no- 
tamment la piroctone olamine 

35 (d) un agent keratolytique, autre que la fraction 

lourde, notamment I'acide salicylique. 
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Prefer entiellement la l-hydroxy-2 pyridone repond 
a la f ormule generale : 



5 




r 

OH 



- dans laquelle le groupement ^ est un substituant alkyle 

. et/ou aryle, sans liaisons olefiniques. ou acetyleniques 
10 - dans laquelle l'un des groupements r 2 et r 4 est un atome 

d'hydrogene, et .1 'autre est de 1 1 hydrogene , . . ou un sub- 
stituant methyle ou ethyle . 

- et dans laquelle r 3 est un substituant alkyle ayant jus- 

qu 1 a deux atomes de carbone . 
15 . Avantageusement, l f agent, de traitement du pityria- 

sis comprend un compose . de selenium, par exemple du disul- 
fure de selenium. 

Une composition selon l 1 invention comprend . par 
exemple un poids : . 
20 - de 0,01 a 8 %, pref erentiellement de 0,25 a 0,3 % de 
coaltar 

-de 0,001 a 1 % r pref erentiellement de 0,05 a 0,3 % d 1 es- 
sence de cade 

. - de 0,01 a 2 %, pref erentiellement de 0,15 a 0,80 % de 1- 
25 hydroxy-2 pyridone . 

- de 0,01 a 2 %, pref erentiellement de 0,2 a. 0,8 % d'acide 
salicylique 

-de 0,01 a 1 %, pref erentiellement de 0,75 a 0,35 % d'un 
compose de selenium. 
30. La composition selon l 1 invention presente encore 

les avantages determinants suivants. 

Tout d*abord la presence de 1 ! agent actif a l'etat 
isole contre le pityriasis, permet de diminuer dans une 
large mesure la proportion de la fraction lourde antise- 
35 borrheique, a base de goudron, et eventuellement la pro- 
portion ponderale du compos§ de selenium. Ceci permet de 
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limiter les inconvenients li§s a l'eyentuelle toxicite de 
ces produits. 

Ensuite la composition selon l f invention evite 
tout inconvenient lie a l'odeur desagreable et permanente 
5 de la fraction lourde a base de. goudron, souvent incommo- 
dante pour le patient et son entourage. 

Pour terminer, differents essais cliniques effec- 
tues selon l 1 invention ont demontre une amelioration de 
l'etat des patients, IS en particulier ou des produits 

10 traditionnels n f apportaient aucun resultat substantiel, 

A partir d'une composition active selon .l 1 inven- 
tion, on peut formuler tout medicament approprie a usage 
externe, avec un excipient adapte a une application to- 
pique, et eventuellement un additif favorisant la penetra- 

15 tion systemique du principe actif, en 1' occurrence la com- 
position identifiee comme precedemment. 

S'agissant du traitement du psoriasis du cuir che- 
velu, le medicament sera presente et formule sous la forme 
d'un shampooing, l 1 excipient comprenant alors au mo ins un 

20 . agent tensio-actif . 

Et a partir de la meme composition active, on peut 
formuler differentes preparations dermo-cosmetiques, .favo- 
risant le traitement du psoriasis, notamment du psoriasis 
du cuir chevelu, comprenant a titre de matiere active une 

25 composition telle que definie precedemment, ainsi qu'un 
vehicule adapte a une application topique. De telles pre- 
parations peuvent etre des cremes, pommades, lotions, on- 
guents, gels, et autres solutions alcooliques, usuelles en 
matiere de cosmetique. 

30 S'agissant du psoriasis cuir chevelu, bien entendu 

la forme preferee pour la preparation precitee sera un 
shampooing, dont le vehicule comprendra au moins un agent 
tensio-actif et un agent de viscosite. 

Un shampooing a usage dermo-cosmStique, comprenant 

35 une composition active, telle que definie precedemment, a 
fait l'objet d'une etude multicentrique, en consultation 
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hospitaliere, vis-a-vis du psoriasis du cuir chevelu, a- 
partir de 16 sujets de 18 a 64 ans, dans quatre centres 
hospitaliers . . 

Tous les sujets presentaient au . depart* un ery- 
5 theme, des squames, une infiltration, et la plupart un 
prurit au niveau du cuir chevelu. 

Le traitement a dure huit semaines, et le sham- 
pooing selon l f invention a ete utilise par chaque patient 
un jour sur deux, pendant les quinze premiers jours, puis 
10 un jour sur trois pendant, la duree restante du traitement. 

L'efficacite d'un tel shampooing s f est revelee im- 
portante et rapide, puisqu'on constate, d 1 une . part une 
amelioration significative vis^-a-vis des quatre signes 
diagnostics du psoriasis, dans 8 0 % des cas, et un blan- 
15 chiment complet, dans 40 % des cas. 

La tolerance d'un tel shampooing a ete parfaite 
dans 100 % des cas, aucune reaction indesirable n'ayant 
ete constatee. 

- Les qualites d ! un tel shampooing ont ete particu- 
20 lierement appreciees par les utilisateurs, puisqu'on a 
constate : 

- aucune remanence d'odeur du shampooing sur les 
cheveux, dans 98 % des cas, 

- une absence d 1 hyper seborrhee react ionnelle, dans 
25 50 % des cas, 

- ainsi qu'un effet coiffant et volumateur dans 
71 % des cas. 
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.. REVENDI CAT IONS 

1) Composition active pour le„ traitement du pso- 
riasis, notamment le psoriasis du cuir chevelu, caracteri- 
see en ce qu'elle associe : 

5 (a) un agent antiseptique, et/ou (b) une fraction 

antiseborrheique, comprenant au mo ins un goudron resultant 
de la distillation d'une matiere organique, vivante ou 
fossile, telle que vegetale ou animale 

(c) un agent actif a. Tetat isole contre le pity- 
10 riasis, comprenant au moins une l-hydroxy-2 pyridone, no- 
tamment la piroctone olamine 

(d) un agent keratolytique, autre que la fraction 
lourde, notamment l f acide salicylique. 

2) Composition selon la revendication 1, caracte- . 
15 risee en ce que la l-hydroxy-2 pyridone repond a la for- 

mule genera le 



20 




- dans laquelle le groupement R x est un substituant alkyle 

et/ou aryle, sans liaisons olef iniques ou acetyleniques 

- dans laquelle l f un des groupements r 2 et R 4 est un atome 

25 d'hydrogene, et 1' autre est de I'hydrogene, ou un sub- 
stituant methyle ou ethyle 

- et dans laquelle r 3 est un substituant alkyle ayant jus- 

qu f a deux atomes de carbone. 

3) Composition selon la revenciication 1, caracte- 
30 risee en ce que 1 1 agent de traitement du pityriasis com- 

prend un compose de selenium, par exemple du disulfure de 
selenium. 

4) Composition selon la revendication 1, caracte- 
risee en ce que la fraction lourde antiseborrheique com- 

35 prend un coaltar. 
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5) Composition selon la revendication 1, caracte- 
risee en ce que 1' agent antiseptique comprend de l 1 essence 
de cade. 

6) Composition selon les revendications 1 . S 5, 
5 comprenant en poids : 

- de 0,01 a 8 %, pref erentiellement de 0,25 a 0,3 % de 
coaltar 

- de 0,001 a 1 %, pref erentiellement de 0,05 a 0,3 % d 1 es- 
sence de cade 

10 - de 0,01 a 2 %, pref erentiellement de 0,15 a 0,80 % de 1- 
hydroxy-2 pyridone 
-de 0,01 a 2 %, pref erentiellement de 0,2 a 0,8 % d'acide 
salicylique 

- de 0,01 a 1 %, preferentiellement de 0,75 a 0,35 % d'un 
15 compose de selenium. 

7) Medicament a usage externe pour le traitement 
du psoriasis, notamment du psoriasis du cuir chevelu, ca- 
racterise en ce qu'il comprend & titre de principe act if 
une composition selon l'une quelconque des revendications 

20 1 a 6, un excipient adapte a une application topique, et 
eventuellement un additif f avorisant la penetration syst§- 
mique du principe actif . 

8) Medicament pour le traitement du psoriasis du 
cuir chevelu selon la revendication 7, presente sous forme 

25 de shampooing, caract£rise en que 1 'excipient comprend au 
moins un agent tensio-actif . 

9) Preparation dermo-cosmetique . f avorisant le 
traitement du psoriasis, notamment du psoriasis du cuir 
chevelu, caracterisee en ce qu 1 el le comprend a titre de 

30 matiere active une composition selon l 1 une quelconque des 
revendications 1 a 6, et un vehicule adapte a une applica- 
tion topique. 

10) Preparation selon la revendication 9 , pour le 
traitement du psoriasis du cuir chevelu, presentee sous 

35 forme de shampooing, caracterisee en ce que le vehicule 
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comprend au moins un > agent tensio-actif , et un agent de 
viscosite. 
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Compsn for treating psoriasis partic of the scalp - edge Be used have has 
shampoo and is effective, odourless and free of side effects 

Description of FR2694694 



Composition activates for the treatment of the psoriasis, 
in particular the psoriasis of the scalp 

The present invention relates to the treatment of the psoriasis, and more particularly, though not 
exclusively, the psoriasis of the scalp. For this purpose, the invention relates to active compositions with 
respect to the psoriasis, that those are considered as drugs of external use, or as dermo-cosmetics 
preparations. 

The psoriasis is a frequent dermatosis, of etio- unknown logy, with chronic evolution, characterized by 
more or less extended red spots, circumscribed well, covered with squames dry, abundant and friable 
The corresponding lesions sit especially at the elbows, the knees, with the scalp, but can also invade all 
the body. 

Being the psoriasis of the scalp, one considers it that 0,5 a1 % of the population is reached by this 
affection, particularly unpleasant and very difficult to treat because of the presence of the hair. 

Very often, the psoriasis of the scalp causes thick squames and erythemateuses plates. 

As very other psoriasis, that of the scalp is defined histologically by a hyperkeratose, locally parakeratosic 
a regular acanthose with a lengthening of the dermic papillae. Inclusions NOT positive are visible in the 
skin of the scalp, and one also finds microabscesses in the cornea layer, as well as a spongiform aspect 
of the latter, with possibly a exocytose with polynuclear cells neutrophiles. 

The psoriasis of the scalp must be distinguished, as for its diagnosis, of the various forms of pityriasis or 
states pelliculaires of the scalp, and the seborrheic dermite. 

Various local treatments already were proposed, with respect to the psoriasis of the scalp, but are difficult 
to apply because of the existence or the presence of the hair. In particular various topics preparations are 
available, and comprise for the majority of them salicylic acid associated various reducing agents, like coal 
tar, anthraline, and/or comprise various dermo-corticoids. 

All these products are of a delicate use, because of many side effects can appear, with the row of which 
one can note a cutaneous atrophy, stretch marks, a delay of cicatrization of the wounds, various 
phenomena of cutaneous dessication, folliculites, eruptions acneiformes, even a depigmentation of the 
scalp. 

The present invention has the aim of curing the above mentioned disadvantages. 

More precisely, the invention has as an aim an active composition for the treatment of the psoriasis and 
preferentially the psoriasis of the scalp, with dermo-cosmetic use or pharmaceutical, without particular side 
effects and not requiring a this fact a medical control during its use. 

According to the invention, an active composition associates 

(A) an agent disinfectant, for example of the gasoline of cade, and/or 

(b) a antiseborrheic heavy fraction, including/understanding at least a tar resulting from the distillation of 
an organic, alive or fossil matter, such as vegetable or animal, for example a coal tar 

(c) an active agent in a state isolated against the pityriasis, including/understanding at least a l-hydroxy-2 
pyndone, in particular the piroctone olamine 

(d) an agent keratolytic, other that heavy fraction, in particular salicylic acid. 

Preferentially the 1-hydroxy-2 pyridone answers the general formula 
EMI3.1 

- in which the R1 grouping is a substituent alkyl 

and/or aryl, without olefinic or acetylenic connections - in laquellel' one of the groupings R2 and R4 is an 
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atom ' 
. hydrogen, and the other is hydrogen, or a sub 
stituant methyl or ethyl - and in which R3 is a substituent alkyl having juice 
that with two carbon atoms. 

Advantageously, the curing agent of the pityriasis includes/understands a selenium compound, for 
example selenium disulphide. 

A composition according to the invention includes/understands for example a weight - from 0,01 to 8 %, 
preferentially from 0,25 to 0,3 % of 

coal tar - from 0,001 to 1 %, preferentially 0,05 to 0,3 % of be 
sence of cade - from 0,01 to 2 %, preferentially from 0,15 to 0,80 % of 1 
hydroxy-2 pyridone - from 0,01 to 2 %, preferentially from 0,2 to 0,8 % of acid 
salicylic - from 0,01 to 1 %, preferentially from 0,75 to 0,35 % of one 
composed of selenium. 

The composition according to the invention still has the following determining advantages. 

First of all the presence of the active agent in a state isolated against the pityriasis, makes it possible to 
decrease on the whole the proportion of the antiseborrheic heavy fraction, containing tar, and possibly the 
ponderal proportion of composed of selenium. This makes it possible to limit the disadvantages related to 
the possible toxicity of these products. 

Then the composition according to the invention avoids any disadvantage related to the unpleasant and 
permanent odor of the heavy containing tar, often unpleasant fraction for the patient and his entourage. 

To finish, various clinical trials carried out according to the invention showed an improvement of the state 
of the patients, there in particular or traditional products did not produce any substantial result. 

From an active composition according to the invention, one can formulate any drug appropriate to external 
use, with one excipient adapted to a topics application, and possibly an additive supporting the systemic 
penetration of the active ingredient, in fact the composition identified like previously. 

Being the treatment of the psoriasis of the scalp, the drug will be presented and formulated in the shape of 
a shampoo, excipient it including/understanding at least a surface-active agent then. 

And starting from the same active composition, one can formulate various dermo-cosmetics preparations, 
supporting the treatment of the psoriasis, in particular psoriasis of the scalp, including/understanding by 
way of matter activates a composition such as definite previously, as well as a vehicle adapted to a topics 
application. Such preparations can be creams, pomades, lotions, ointments, gel, and other alcoholic, usual 
solutions as regards cosmetic. 

Being the psoriasis scalp,- of course the form preferred for the above mentioned preparation will be a 
shampoo, whose vehicle will include/understand at least a surface-active agent and an agent of viscosity. 

A shampoo with dermo-cosmetic use, including/understanding an active composition, such as definite 
previously, was the subject of a multicentric study, in hospital consultation, with respect to the psoriasis of 
the scalp, starting from 1 6 subjects from 1 8 to 64 years, in four hospital complexes. 

All the subjects presented at the beginning an erythema, squames, an infiltration, and the majority a prurit 
on the level of the scalp. 

The treatment lasted eight weeks, and the shampoo according to the invention was used by each patient 
one day out of two, during the first fifteen days, then one day out of three for the remaining length of time 
of the treatment. 

The effectiveness of such a shampoo appeared significant and fast, since one notes, on the one hand a 
significant improvement with respect to the four signs diagnoses of the psoriasis, in 80 % of the cases, 
and a complete bleaching, in 40 % of the cases. 

The tolerance of such a shampoo was perfect in 1 00 % of the cases, no undesirable reaction not having 
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been noted. 

The qualities of such a shampoo were particularly assessed by the users, since one noted 

- no remanence of odor of the shampoo on the hair, in 98 % of the cases, 

- an absence of hypers6borrh6e reactional, in 50 % of the cases, 

- as well as a capping effect and volumator in 71 % of the cases. 
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Claims 



CLAIMS 

1 ) active Composition for the treatment of the psoriasis, in particular the psoriasis of the scalp, 
characterized in that it associates 

(A) an agent disinfectant, and/or (b) a antiseborrheic fraction, including/understanding at least a tar 
resulting from the distillation of an organic, alive or fossil matter, such as vegetable or animal 

(c) an active agent in a state isolated against the pityriasis, including/understanding at least a 1 -hydroxy -2 
pyridone, in particular the piroctone olamine 

(d) an agent keratolytic, other that heavy fraction, in particular salicylic acid. 

2) Composition according to claim 1, characterized in that the 1-hydroxy-2 pyridone answers the general 
formula 

. - in which the R1 grouping is a substituent alkyl 
and/or aryl, without olefinic or acetylenic connections - in which one of the groupings R2 and R4 is an atom 
hydrogen, and the other is hydrogen, or a sub 

stituant methyl or ethyl - and in which R3 is a substituent alkyl having juice 
that with two carbon atoms. 

3) Composition according to claim 1, characterized in that the curing agent of the pityriasis 
includes/understands a selenium compound, for example selenium disulphide. 

4) Composition according to claim 1 , characterized in that the antiseborrheic heavy fraction 
includes/understands a coal tar. 

5) Composition according to claim ^characterized in that the agent disinfectant includes/understands of \ 
the gasoline of cade. 

6) Composition according to claims' 1 to 5, including/understanding in weight - from 0,01 to 8 %, 
preferentially from 0,25 to 0,3 % of * 

coal.tar - from 0,001 to 1 %, preferentially 0,05 to 0,3 % of be 
sence of cade - from 0,01 to 2 %, preferentially from 0,15 to 0,80 % of 1 
hydroxy-2 pyridone - from 0,01 to 2 %, preferentially from 0,2 to 0,8 % of acid 
salicylic - from 0,01 to 1 %, preferentially from 0,75 to 0,35 % of one 
composed of selenium. 

7) Medicament of external use for the treatment of the psoriasis, in particular of the psoriasis of the scalp, 
characterized in that it includes/understands by way of active ingredient a composition according to any of 
claims 1 to 6, one excipient adapted to a topics application, and possibly an additive supporting the 
systemic penetration of the active ingredient. 

8) Medicament for the treatment of the psoriasis of the scalp according to claim 7, presented in the form of 
shampoo, characterized in excipient it includes/understands at least a surface-active agent. 

9) Preparation dermo-cosmetic supporting the treatment of the psoriasis, in particular psoriasis of the 
scalp, characterized in that it includes/understands by way of matter activates a composition according to 
any of claims 1 to 6, and a vehicle adapted to a topics application. 

10) Preparation according to claim 9, for the treatment of the psoriasis of the scalp, presented in the form 
of shampoo, characterized in that the vehicle includes/understands at least a surface-active agent, and an 
agent of viscosity. 
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